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BAO CAO CA BENH THAN PA NANG MANG POT BIEN GEN WT1
TAI BENH VIEN NHI PONG 1

Pham Quynh Mai Trang!, Nguyén Thi Thanh Tuyén?,
Nguyén Thi Thanh Huong!, Chu Thi Hong Phuong!

TOM TAT.

Dot bién gen Wilms tumor suppressor-1 gene
(WT1) gay bénh 1y WT1 dic trung boi tam
ching bénh cau than, bat thuong co quan sinh
duc, budu ac tinh. Bénh than da nang dugc bao
c4o gay ra bai ba dot bién gen PKD1, PKD2, and
PKHDI. Dot bién gen tic ché khdi u Wilms-1
(WT1) ¢6 lién quan dén bénh cau than, réi loan
phét trién gigi tinh va khbi u Wilm.

Muc tiéu: Chdng téi bdo cdo mot truong hop
bénh than da nang trén mot bénh nhan nam so
sinh 22 ngay tudi mang dot bién gen WT1 va
COL4A4, biéu hién chinh 1a than to hai bén
giéng bénh than da nang lan nhiém sic thé
thuong (AKRPD) va khong phét hién dugc ba
dot bién PKD1, PKD2 va PKHD1.

Két qua: Bénh nhan c6 biéu hién suy than
thiéu niéu, phi toan than va tinh hoan an hai bén,
khong ghi nhan bat thuong bam sinh co quan
gan-mat va phdi. Tré tir vong ldc 47 ngay tudi.
Cha me khong cuing huyét théng va khoe manh.
Nguoi anh trai mac bénh than tuong ty tir vong
21 ngay tudi. Phan tich trinh ty 4500 gen bing
CES cho thdy tré so sinh mang di hop tir vé bién
thé WT1 p.Arg467GIn gay bénh. Day la mét bién
thé méi nhung pht hop véi dic diém gay bénh
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cua phan 16p thir ba do WT1 mé héa mot yéu th
phién ma cua mot lai protein can thiét cho su
phat trién than, tiét niéu-sinh duc gay ra hoi
chirng Denys-Drash. Bénh nhéin cting di hop tir
vé bién thé COL4A4 p.Gly 864Val la bién thé
khdng rd rang vé tac dong cua gen nay dén tinh
trang 1am sang (VUS). Khéng tim thay dot bién &
gen PKD1, PKD2 va PKHD1. B¢ nhiém sic thé
nhan 1a 46XY va khong cé bién thé sb luong ban
sao dang ké nao trong bo gen.

Két luan: Cac dic diém ndi bat cua PKD ¢
tré so sinh cua ching toi véi bién thé WT1
p.Arg467GIn cho thiy WT1 c6 thé dong mot vai
tro trong viéc phat trién céc kiéu hinh PKD théng
qua tuong tac voi cac gen gay bénh than da nang
chua dugce xac dinh.

Ter khoa: Bénh than da nang, u Wilms, suy
than, dot bién PKD, WT1/COL4A4.

SUMMARY
A CASE OF NEONATAL
POLYCYSTIC KIDNEY DISEASE
WITH WT1 MUTATIONS OF
CHILDREN’S HOSPITAL 1 IN
HOCHIMINH CITY - VIETNAM
Background: Mutations of the Wilms tumor
suppressor-1 gene (WT1) are associated with
glomerulopathy, disorders of sexual
development, and Wilm's tumor.
Objectives: We report an unusual case of a
22 day-old male neonate with WT1 mutation,
whose principal manifestion is a bilateral
enlarged kidneys that mimic the autosomal
recessive polycystic kidney disease.
Methods: a case report.
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Results: The patient presented an oligonuric
renal failure, edema, and bilateral undesceded
testis, with no apparent developmental defects in
hepato-biliary and lung systems, and died at
postonatal 32 days. The parents are non-
consanguineous and healthy. Elder brother who
had similar kidney disease died at age day 47.
Clinical Exome Sequencing analysis (CES) for
the 4500-gene panel revealed the neonate to be
heterozygous for a  pathogenic WT1
p.Arg467GIn variant, which is a novel but
substitues a hot-spot residue of the 3rd zinc
finger motif that causes a Denys-Drash
syndrome. The patient was also heterozygous for
a COL4A4 p.Gly 864Val variant of uncertain
significance (VUS). No mutations were found in
genes of PKD1, PKD2, and PKHD1. Copy
number variation sequencing showed a 46XY
karyotype and no apprecable copy number
variations throughout the genome.

Conclusions: The predominant features of
PKD in our neonate with WT1 p.Arg467GIn
variant suggest that WT1 may play a role in
develpment of the PKD phenotypes through
interaction with as-yet undefined cystogenic
genes.

Keywords: Polycystic kidney, Wilms tumor,
renal failure, PKD, WT1/COL4A4 mutations.

I. TONG QUAN

Dot bién cua gen tc ché khdi u Wilms-1
(WT1) dic trung boi bd ba rdi loan gom
bénh 1y cau than, phat trién gidi tinh bat
thuong va cac khéi u ac tinh (khéi u Wilm,
khéi u 4c tinh tuyén sinh duc). WT1 mi hoa
yéu t6 phién ma cho mét loai protein c6 tén -
ngoén tay kém (zinc-finger type)- can thiét
cho sy phat trién cua than, niéu-sinh duc’.
Dot bién gen WT1 dugc chia lam 3 phan 16p
gdy ra 3 bénh canh khac nhau: Denys-Drash
syndrome (DDS), hoi ching Frasier va u té
bao mam (gonadoblastoma). Trong d6 hoi
chting Denys-Drash (DDS) véi dot bién diém

¢ exon thur tdm hodc thr chin do anh huong
dén mot loai protein “ngén tay-kém” (zinc-
finger type), protein nay thudc loai lién két
v6i DNAS. Hoi ching Frasier voi dot bién &
intron 9 din dén sang thwong xo hoda cau
than khu tri timg vung (FSGS) . Ngoai ra
dot bién gen WTI1 con lién quan dén hoi
chimg WAGR (khéi u Wilms, di tit mbng
mét, dj tat sinh duc niéu va chim phat trién
tri tu¢) v6i mat doan nhiém sic thé 11p133*,

Bénh nhan DDS biéu hién bénh ciu than
(95%), thuong phat trién hoi ching than hu
khang steroid (SRNS) & tudi khoi phat trung
binh 1a 1,37 tudi (khoang 0,01-17) va tién
trién thanh bénh than giai doan cudi. Cac
khéi u Wilms thuong gip khoang 40% thé
khoi phat sém (tire 14 d6 tudi trung binh 1,3-
1,6 tudi, trong khoang 0-4,5 tudi) so vdi cic
khéi u khong rd nguyén nhan hodc budu than
Wilms hai bén.

Bénh than da nang (PKD) 1a mdt nhom
roi loan khong dong nhit, khéi phat nhiéu
lira tudi khac nhau, tir trong tir cung (hiém
gip) dén cac biéu hién & tudi truong thanh
(phd bién hon)®. PKD lin nhidm sic thé
thudng (ARPKD) 1a do d6t bién hai alen cia
gen PKHD1 (méa hoa fibrocystin, FPC [MIM:
606702]). Cac bénh nhan ARPKD thuong co
than tang 4am (khdi echo ving bung) trong tir
cung hodc khi con nho véi ty 1€ tir vong dang
ké & tré so sinh va bénh than giai doan cudi
(ESRD) ngay trong thoi ky tré em. Bénh than
da nang di truyén tréi (ADPKD) thé khoi
phat sém 1a chan doan phan biét chinh cho
bénh than da nang di truyén lin (ARPKD.)
ADPKD 1a bénh than di truyén thuong gip
nhit voi tan suat 1/1000. Thé bénh nay
thuong khoi phat & nguoi 16n véi dic diém
nang than hai bén, tién trién va thuong tién
trién thanh bénh than giai doan cudi & 60-70
tudi. Bénh nay gdy ra do hai gen PKDI
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(85%, MIM# 601313; 16p13.3) hoac PKD2
(15%, MIM# 173910; 4¢21)°. Hiém khi
(<1% trudong hop), ADPKD c6 thé biéu hién
trong tir cung hodc trong thoi ky so sinh,
trong ty nhu ARPKD. Cac kiéu hinh PKD
gdy bénh canh nang trong giai doan sém co
thé lién quan su twong tac cua hai gen dong
hop tir hodc mot dot bién de novo méi véi
gen PKD hoic céc di truyén té bao khac.>*
Vé mit di truyén hoc, cac gia dinh ¢ con
méc bénh than da nang di truyén tro1 khoi
phat sém cé nguy co tai phat cao bénh tuong
tw ddi v6i cac anh chi em bi anh huong, cho
thdy mot bién doi gen di truyén phd bién co
thé an dudi kiéu hinh nghiém trong sém.
Chung t61 bao cao truong hop hdi chirng
Denys-Drash ¢ tré so sinh bat thudng véi
PKD khéi phat sém, va mang hai dot bién sai
nghia di hop tir & hai gen WT1 va COL4A4
d6ng thoi. Kiéu hinh bénh than da nang ¢

thé lién quan dén chinh dot bién DDS WT1
(bénh u nguyén bao thin) hodc cung ton tai
mot bién thé khac, & COL4A4 hoic cac gen
khéc chua dugc phat hién (PKD).

Il. BAO CAO CA LAM SANG

Mot bé trai so sinh 22 ngdy tudi nhap
vién Nhi Dong 1 vi thiéu niéu kém phu. Tré
sinh thuong du thang, du can (thai 38 tuan 6
ngay) v6i Apgar 7/8. Me 39 tudi khi mang
thai va chua ghi nhin bénh Iy bat thuong.
Qué trinh mang thai khong c6 hi¢n tuong
thiéu 61 hay bat thuong khac trén siéu am
tién san. B (lic sinh con 40 tu6i) va me déu
khée manh. B¢ 1a con thir ba va ba me¢ khong
cing huyét théng. Con dau (gai) chét do
bénh tim bam sinh luc 2 ngay tudi vao nim
2011. Con thir hai (trai) chét lac 21 ngay
tudi, do bénh thin tuong tu 1a tré dau tién
trong pha hé, ndm 2013 (Hinh 1).
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Con1tim Bénhnang Bénhnang
b&m sinh than than
M4t ldc 2 Mét 21 M4t 32
ngay tudi ngay tudi  ngay tudi

Hinh 1: So d6 pha h¢ gia dinh

Tré da duoc nhap vién trudec do lac 12
ngay tudi, Iy do nghi ngd bat thuong than,
diéu tri khong dung thube doc than. Trong
dot bénh nay, bénh nhi 6i va tiéu chay kéo
dai khoang 10 ngay. Luc nhdp vién, bé cé
tinh trang mat nudc kéo dai dan dén rdi loan
dién giai va nhiém toan chuyén héa va khong
c6 suy ho hép. Cén nang hié¢n tai 3200 gram
(can nang khi sinh 2500 gram).
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Kham thyc thé khi nhap vién tré bung
chuong va phu, khong c6 vang da va gan
lach to. Co quan sinh duc ngoai nam gidi,
sung né do phu toan than nhung vé kiéu hinh
binh thudng, 16 tiéu khong déng thap, tinh
hoan khong so thiy trong biu. Tré duoc dat
thong tiéu d& dang bang Folley sb 6
(d=2,0mm), rut ra it nudc tiéu tir bang quang
(du6i 5ml). Coéng thirc méau toan phan cho
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thdy tinh trang thiéu mau (Hb, 9,4g/dl; Hct,
26,4%; MCV 84,1 fl; MCH, 29,9pg). Cac xét
nghiém sinh hoéa: albumin huyét thanh giam
thip 1,91g/dl, ha natri mau (Na,
105,8mmol/L), ha canxi mau (0,8 mmol/L)
va creatinine tang cao (734,3mmol/L), d6 loc
ciu  thdn  giam ning GFR <

10ml/phit/1,73m? da. Khi mau dong mach
nhiém toan chuyén hoa niang c6 kiém ho hap
bu tror (pH 7,163, pO2 98 mmHg, pCO2: 26
mmHg, HCO3: 8,9 mEqg/L, BE -19,8mEq/L).
Men gan va ndéng do bilirubin huyét thanh
trong gidi han binh thuong.

Bing 1. Két qua xét nghiém bit thuwong trong dot nhdp vién

Két qua Két qua
Cong thirc mau Sinh héa mau
Bach cau 13,300 /ul Natri 105 mmol/l
Hemoglobin 9,4 g/dI Kali 5,77 mmol/l
Hct 26,4% Calci ion hoa 0,8 mmol/l
MCV 84 fl Ure 19 mg/dL
MCH 29,9 pg Creatinin 734 mmol/l
Tiéu cau 350 x 10°%/ ul Glucose mau (mg%) 73
Khi mau Pong mach CRP 1,25 mg/dL
pH 7,16 Lactate 2,34 mg/dL
pCO2 26 mmHg NH3 112 umol/L
PO2 98 mmHg Ketone/mau Am tinh
HCO3 - 8,9 mmol/L Albumin 1,9 g/dL
BE -19,8 mmol/L Protein toan phan 2,93 g/dL

X-quang nguc bong tim khong to va
khong hinh anh thiéu san phoi, loai trir kha
nang xay ra hoi ching Potter (thiéu i va cac
di tat xay ra tu trong to cung do hau qua
bénh 1y than bao thai). Vé mat va to chi
khong ghi nhan bat thuong. Siéu 4m bung
thdy than hai bén kich thudc to (than phai,
32x54mm; than trai 36x53mm) (Hinh 2). Ca

hai than déu c6 chu mé than day, mat phan
biét ciu trac tay vo va cd nang nho (dudng
kinh 2,5mm) trong nhu mé6 than. Gan va
duong mat khoéng c6 dau hiéu bat thuong
hodc xo hoa. Tré c¢6 tinh hoan an 2 bén, nam
trong 6 bung.

Hinh 2: Hinh dnh siéu dm thén to 2 bén thén to hai bén va tinh hoan én 2 bén
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(nam trong 6 bung)
Mic du dugc loc mang bung tich cuc va diéu tri khang sinh phd rong thich hop, truyén
cac ché phdm mau nhung tinh trang suy than khong cai thién, creatinine huyét thanh cao, vo
niéu kéo dai. Tré dién tién t6i suy ho hip, giam tiéu ciu ning va tir vong lic 47 ngay tudi (sau

25 ngay diéu tri).
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Hinh 3: Dién tién xét nghiém trong qud trinh diéu tri

Phin tich di truyén

Trinh ty bién thé sd sao chép cho thiy
bénh nhan c6 kiéu nhan 46 XY va khong co
bién thé sb luong ban sao dang ké trong bd
gen. Trinh ty bang NGS (G4500) da tiét 16
hai bién thé & tré so sinh: mot 1a di hop tir
dang dot bién sai nghia cuia WTI1

(NM_024426.6; exon 9; cl400G>A,
p.Arg467GIn), dugc coi 1a c6 kha nang gay
bénh theo huéng din cia ACMG. Loai con
lai 1a dot bién gen di hop tor cua COL4A4
(NM_000092.5; exon 30; ¢.2591G>T,;
p.Gly864Val), dugc phan loai 1a VUS — chua
rd chic nang (Bang 2).

Bing 2: Két qud phén tich gidi trinh tw gene NGS ciia tré
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Dang R Thay déi
Gen gi | Pong/ Vi tri Nucleotit/ Hé qua Kiéu hinh Enan lop
3 Di hop o P g dot bien
truyen Protein
1. Denys-Drash
syndrome (AD, SMu)
Troi NM_000378.6: 2. Frasier syndrome
(AD) , TR (AD, SMu)
WT1 Méc |Dih chetd craNees. . [Eyiben 3. Meacham syndrome  |Gay bénh
: thOP 132392019  |(NP_000369.4: |sai nghia : My Y
phél Ara450GIn 4. Nephrotlc syndrome.
(Smu) p-Arg ) type 4 (AD)
5. Wilms tumor, type 1
(AD, SMu)
Troi NM_000092.5: 1. Aiportsyndrome 2, | .
coiiii 12D loines N2 c2591G>T  |Pét bién autosomal recessive (AR) bé(l;zéouqc
Lan thoP 1557056070  |(NP_000083.3: |sai nghia 2. Hematuria, familial | 2" =
(AR) p.Gly864Val) benign (AD)
Bién thé p.Arg467GlIn, 1a mot bién thé GnomAD. Cac dot bién da duoc xac nhan

m&i nhung c6 thé gia thiét 1a phan ciu tao 1
phan loai protein ngén tay kém thir 3 gay ra
hoi ching Denys-Drash. Nhiing bién thé nay
chua dugc bao cao trén co s& dir liéu
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bang trinh tu sanger (Hinh 4).
Khéng phat hién dot bién & cic gen
PKD1, PKD2 va PKHDL.
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(C, cysteine;
H, histidine)
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Hinh 4: Gidi trinh tw Sanger va co ché gy bénh ciia dét bién gene WTI

I1l. BAN LUAN

WT1 duge di truyén theo kiéu trdi trén
nhiém sic thé thuong. C6 khoang 500 ca cac
phd 16 loan ciia WT1 duoc ghi nhan. Riéng
dang rbi loan biéu hién di hinh than hai bén
bé gai mang gen WT1 c6 dot bién sai nghia
di hop tur c.12439A.G cua gen PKD1 chi c6
1 mot truong hop hiém gip thi cho dén nay,
tré c6 mang dot bién gene WT1 c6 kiéu hinh
hdi ching Denys-Drash (DDS) gay ra bénh
canh twong tu bénh than da nang van chua

dugc bao cdo. Ngoai ra cd hai ca bénh khac
vé kiéu hinh gidng PKD da dugc bao cao &
hai tré em bi mat doan vi tri 11pl3 trén
nhanh ngin nhiém sic thé s6 11.

Ca bénh ciia ching t6i ¢6 biéu hién ning
¢ giai doan so sinh va tir vong khi tré 47
ngay tudi chu yéu lién quan dén suy than.
Chung t6i khong thé xac dinh céc co ché co
ban, liéu rdi loan chirc nang than l1a do bénh
Iy cau than hay khdéi u WT1/u nguyén bao
than, vi két qua tong phan tich nudc tiéu,
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sinh thiét md hoc, chan doén hinh anh
CT/MRI than khong thé dugc do tinh trang
bénh nhan qué nang va vo ni¢u hoan toan.

Trong ca lam sang cua chung to1, siéu am
cho thdy hai than to ting am, mat phan biét
tay-vé véi mot sé ton thwong dang nang.
Kham thuc thé va xét nghiém khong phat
hién bat thudng cac hé co quan khic ngoai
than. Hon nira, pha hé gia dinh c6 hai anh chi
em bi anh huong goi ¥ nhiéu dén bénh than
da nang di truyén troi ¢ so sinh (ADPKD)
hon 12 bénh than da nang di truyén lin
(ARPKD). Tuy nhién, b4 me déu khoe manh
va giai trinh tu gen (NGS) khong phat hién
d6t bién ¢ PKD1/2 hodc PKHD1 ma chi phat
hién 2 @6t bién ¢ gen WT1 va gen COL4A4.
Diéu nay goi ¥ rang ca bd va me déu co thé
chtra cac gen gy bénh 1y tao nang nhu thé
kham & go sinh duc.

Dot bién WT1 DDS gép phin giy ra
bénh thin nhu thé nao

Bénh than 1a dic diém chinh nhit quan
cia DDS va xuit hién & 95% tit ca cac
truong hop dugce bao cao.

Thoi gian khoi phat bénh than trung binh
& DDS 1a 1,37 (0,01-17) nam, hiém khi phat
trién trudc khi sinh. Dot bién gen WTI tai
trinh tu Arg467GIn da dugc bdo cdo trong 6
truong hop khac, hai trong sb d6 gay ra bénh
canh nghiém trong hoi ching Potter. Y van
ghi nhan dot bién gen WT1 R467Q 14 yéu t6
lién quan manh vé giy bénh d6i véi su hinh
thanh than.

O giai doan phoi thai, gen WT1 duoc
biéu hién manh ¢ nip trung mé bao quanh
chdi niéu quan, dac biét & cadc quai mao mach
va giéi han & cac té bao co chan cia cau
than. Vi vay, r6i loan WT1 s& anh hudng chi
yéu dén cau than, khong gip ¢ dng luon xa
va bng gop.
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Vai truong hop hiém gip c6 bénh than da
nang (PKD) khu tra hoac lan toa da dugc bao
c4o trong cac rdi loan WTI1. Trong dé mot
truong hop co dot bién WT1 dong hop tir ¢o
hoi chung Denys-Drash va PKDI1. Bén canh
d6 nhirng bao cao ca con lai 1a méat doan 16n
nhiém sic thé 11p13. Do d6 c6 thé dua ra gia
thuyét rang dot bién WT1 chi c6 thé giy ra
kiéu hinh bénh than da nang néu cac co su
tuong tac nhau giita cac gen dé cung biéu
hién.

Nguyén nhan gay ra PKD hodc/va bénh
cAu than, bénh u nguyén bao van chua rd
rang. Ca lam sang cua ching t6i do khong
c6 day du chan doan hinh anh ciing nhu danh
gid md hoc nén khong thé loai trir khdi u
Wilms va/hodac bénh u nguyén bao than.
Khéi u Wilms khé c6 thé biéu hién & giai
doan so sinh bénh nhi nay (22 ngay tudi).
Khéi u Wilms chiém 74% DDS véi d6 tudi
khoi phat trung binh 1a 1,65 (0,01-13). Khéi
u Wilms hai bén c6 tan sut it gip & tré cd
d6t bién sai nghia WT1 (17%) hodc mat doan
NST 16n (24%) so v&i nhitng tré c6 dot bién
x6a doan nhé (52%)°. Mot bai bao nim 2015
da dua ra rang dot bién DDS giy suy than
ning va u nguyén bao than? Trong nghién
ctru nay, két qua siéu 4m bung twong tu nhu
truong hop cua ching t6i (than to ting am va
nhiéu nang hai bén) va giai phau bénh cho
hinh anh cac cau than chua truéng thanh. Do
d6 u nguyén bao than co thé 1a mot trong
nhiing kha nang giy suy than trong ca lam
sang cua chung toi.

Sw lién quan ciia dot bién COL4A4

Vai tro cia bién thé di hop tir COL4A4
p.Gly864Val (VUS) trong biéu hién bénh
than da nang van chua rd rang. V& céu tao,
c6 séu loai tiéu don vi Collagen alpha nhém
IV, bao gdm al dén a6, tao ra mang ludi (1)
alala2, (2) a3a4a5 va (3) aSaSa6. Trong
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qua trinh hinh thanh than, c6 sy chuyén doi
cac 10p biéu hién gen collagen IV va su ling
dong sau khi cac phan tur collagen dugc hoan
thién. O qua trinh phdi hoc cua than, mang
luéi  collagen a3.04.05(IV) thay thé
al.al.a2(IV) cia mang ddy ciu thin, trong
khi 16p day cua té bao dng than duoc cdu tao
cha yéu tr ol.al.o2(IV) va o5.05.06(IV).
Dot bién di hop tir & gen COL4Al giy ra
kiéu hinh nang than cia hoi chimg HANAC
(bénh mach mau than di truyén, phinh dong
mach va ching chuét rat co, MIM 611773).
Tiéu don vi a4(IV) dugc hi¢n dién trong than
phoi nguoi & tuan thi 11 cua thai ky va la
thanh phan chinh cua t& bao mang day cau
than truong thanh. Céac bién thé COL4A4
chiém khoang 15% cac bénh 1y cau than
trong hoi ching Alport khdi phat & nguoi
truong thanh. Nhitng bénh nhan c6 bién thé
COL4A4 ddng hop tir biéu hién ban dau 1a
tiéu mau/protein ni¢u va tién trién thanh bénh
than giai doan cudi & tudi 40-50. Nguoc lai,
ngudi mang gen di hop tir thuong tiéu méau
khong triéu chiing va chirc nang than binh
thuong cho dén tudi trung nién.

Nghién ctru trudc day cho thay cac bién
thé di hop tir COL4A4 c6 thé tac dong lén
kiéu hinh bénh than da nang. WT1 diéu hoa
sy biéu hién COL4A1 va COL4A2 ¢ chudt
WT1 KO va tinh trang v6 tinh & nguoi. Do
do, khi c6 mat cua gen COL4A4 trong bénh
than nén danh gid thém xét nghiém nudc
tiéu, chirc nang thén va siéu am cua cha me
tré. C6 thé dua ra gia thuyét rang bién thé
WTI c6 thé thay d6i kiéu biéu hién ctia mang
day cau than ¢ vi tri cac ong gop, diéu nay
can thiét cho su ting sinh va biét hoa cua cac
cau than dang phat trién.

Kha ning cia ARPKD (bénh thin da
nang di truyén lin)

Trong ca bénh cua chung t6i, dau tién
phai chan doan phan biét ARPKD trong
truong hop nay. ARPKD la nguyén nhan
hang dau gay ra PKD & tré so sinh, biéu hién
cac dic diém cua hoi ching Potter gé)m than
to hai bén, xo hoa gan va giam san phoi’.
Trong ARPKD, kiéu hinh gan chu yéu 1a xo
gan bam sinh hon 13 bénh gan da nang.
Thuong gip 13 gidn cua éng mat chung va
héi ching Caroli (gian duong mat trong gan
khong tic ngh&n) va sy. Ngoai ra, khoang
30-50% trudng hop bi suy ho hép trong giai
doan chu sinh/so sinh, nguyén nhan la do
thiéu san phdi do thiéu 6i?.

Siéu am ARPKD thudng cho thdy than
ting Am hai bén voi nhiéu nang bat ngudn tir
cac ong gop bi gidn va cac dng luon xa, mat
phan biét vo-tay va chu mo than day?*. Tuy
nhién, nang than trong ARPKD thudng biéu
hién dudi dang nhiéu u nang nho (dang mudi
tiéu) 2. Khac biét voi ca 1am sang cua ching
t6i 12 vé mat hinh anh trong nang véi kich
thudc thay doi va vé sinh hoa, tré khong co
biéu hién bat thuong gan mat. Tang 4p tinh
mach ctra va sinh thiét mé hoc gan hoa soi la
biéu hién thuong c6 trong ARPKD khi sinh®.
Do @0, trén ca nay co thé chan doan ARPKD
khong phu hop.

Kha ning mic ADPKD (bénh thin da
nang di truyén tri) & tré so sinh

ADPKD ¢ thai nhi va/hoac tré so sinh la
chan doan phan biét quan trong nhit cua
ARPKD. Mot phan nho (1-2%) bénh nhan
ADPKD c6 thé biéu hién trong thoi tho au
hogc tham chi truée khi sinh véi ki€u hinh
khong thé phan biét duoc voi ARPKDS?,
Trén siéu am, ADPKD giai doan dau cho
thiy than to va ting am gidng ARPKD,
nhung thuong c6 it nang hon ARPKD, va
khong ghi nhan thiéu 6i.
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Céac gia dinh trong d6 mot dua tré biéu
hién ADPKD khdi phat sém c6 ty 1¢ tai phat
som cao ¢ nhitng dua tré tiép theo, dua ra gia
thuyét mot yéu t6 bién dbi di truyén trong gia
dinh dan dén bicu hién bénh sém.

Céc nghién ctru trude day ghi nhan sy di
truyén ctia cic bién thé PKD1 c6 biéu hién
bénh than rat phd bién ¢ giai doan dau
ADPKD (30-70%), cho thay rang sy gbp mat
2 allen cta gen PC-1 c6 lién quan dén cac
bénh canh nang. Mot bai bao cuia Bergmann
tim thdy tuong tac giita bién thé di hop tir
ciia gen PKHDI hoic HNF1b dan dén biéu
hién bénh. Tuy nhién, diéu nay chua dugc
xac nhan .

Céc kiéu hinh bénh than da nang thay d6i
tiy vao loai gen (vi du: dot bién PKDI
nghiém trong hon d6t bién PKD2) va loai dot
bién (d6t bién cit ngin & PKDI1 din dén
bénh than man giai doan cudi sém hon so voi
dot bién khong cit ngén) va su hién dién cua
céc gen diéu hoa. Do do, su két hop giira gen
PKD véi alen cua cac gen khac (vi du nhu
WT1, HNF1B) ciing c¢6 thé 1am khuéch dai
thém kiéu hinh bénh than.

Kiéu hinh PKD c6 thé duoc biéu hién
bang su di truyén lin hodc thé kham tuyén
sinh duc cua gen lién quan dén PKD tir bd
me. Tuy nhién, gidi trinh tuy exome G4500
khong thé phat hién gen nghi ngo, c6 thé 1a
do gidi han k¥ thudt cua trinh tu doc ngén
100-150 bp. C6 thé can giai trinh ty toan bo
exome (WES) hodc ky thuat NGS véi trinh
tu doc dai dé khong bo qua cac bién thé cau
trac va giai thich kiéu hinh nghiém trong
trong ca lam sang cua chung toi.

Ly do tai sao bénh than da nang tai phat &
hai anh chi em c6 cha me khée manh van
chua rd rang, vi phan tich di truyén chua c6
thé thuc hién ¢ cac thé hé trude (vi du: WGS,
phan tich dot bién té bao sinh dudng). Tuy
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dot bién méi (de novo) kho co thé xay ra &
hai 1an mang thai lién tiép nhung cac dot
bién WT1 c6 thé dugc di truyén boi thé
kham dong mam caa b me. Hodc co kha
nang mot gen an khac c6 thé gop phan tao ra
cac kiéu hinh bénh than nang ma bang
G4500 di bo qua. Ngoai ra, gan day, sau
PKDI va PKD2, cac bién thé mat chirc ning
ctia IFT140 trd thanh yéu t6 pho bién thir ba
can quan tdm. Tac nhan ndy 13 mot loai
protein cdu trac dudng mat co thé sira d6i
phd biéu hién PKD.

IV. KET LUAN

Cac dic diém noi bat cua PKD & tré so
sinh cia ching t6i voi bién thé WTI
p.Arg467GIn cho thiy WT1 c6 thé dong mot
vai tro trong viéc phat trién cac kiéu hinh
PKD théng qua tuong tac voi cac gen gay
bénh than da nang chua dugc xac dinh.

TAI LIEU THAM KHAO

1. Barbaux S, Niaudet P, Gubler MC, Donor
splice-site mutations in WT1 are responsible
for Frasier syndrome, Nat Genet, 1997,
17(4), 467—470.

2. Bergmann C, ARPKD and early
manifestations of ADPKD: the original
polycystic kidney disease and phenocopies,
Pediatr Nephrol, 2015, 30(1), 15-30.

3. Koziell AB, Grundy, Barratt TM, et al,
Evidence for the Genetic Heterogeneity of
Nephropathic Phenotypes Associated with
Denys-Drash and Frasier Syndromes, The
American Journal of Human Genetics,1999,
64(6), 1778-1781.

4, Mchaile D, Mrindoko P, Mselle M, et al,
Neonatal Polycystic Kidney Disease in a
One-Day-Old Baby: A Case Report,
Pediatric Health Med Ther, 2020, 11, 445-
448.



TAP CHi Y HOC VIET NAM TAP 537 - THANG 4 - SO CHUYEN PE - 2024

5. Royer-Pokora B, Beier M, Henzler M, et

al, Twenty-four new cases of WT1 germline
mutations and review of the literature:
genotype/phenotype correlations for Wilms
tumor development, Am J Med Genet A,
2004, 127A(3):249-57.

Sweeney WE, Avner ED, Polycystic Kidney
Disease, Autosomal Recessive, Gene

Reviews®, 1993, University of Washington,
Seattle, Seattle (WA).

Wilm B, Mufoz-Chapuli R, The Role of
WT1 in Embryonic Development and
Normal Organ Homeostasis, Methods Mol
Biol, 2016, 1467, 23-39.

343



